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m h ft c st TeM, i»to 2-xnop-4l-!C2-xnop- . 
3THJi)-l-MeTMfl6eM90Ji9TaMaM»ik nonBepra- 
»t umcjTHsauHH b paemiafie puiopncroro 
anwMHHHJt h xnopHCToro aMMORKfi npH'. 
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soro nponyKTa b cboSoaRom snse wn b 
BHfle rHflpoxnopwa . § 



0> 
C 



23 

W 
N3 



> 
CM 



Hso6peTe'HHe othochtch k nojij"ieHnra 

HOBOrp COeAHHeHHH, a HMeHHO 6-xnop- 

-3-MeTHJT-2 ,3,4,5-TeTparHflpo-lH-3-6eH- 
3a3enHHa fcopMynw 



go- 



l 

hjih ero rHflpoxjiqpHfla^ o6jiaAawm.HX 

aHTHrHnepTeH3HBHbIM fleKCTBHeM. 

U|jib H3o6peTeHH« - paspaSoTKa Ha 
. ocHOBe. H3BecTHord MeTona cnoco6a no- 
jiyqe-HHJi hobwx coeflHHeHHft, o6jiaAawm,HX 
ueHHbWH 4>apMaKonorOTecKHMH cBoflcTBaMM . ' 

IT p h m e p. CMecb 125 r 
(0,73 MOJib) 0 -xnop^eHHiiyKcycHoft khc- 
jioth, 155 r (1,3 Monb) THOHwixnopHAa 
h 2-3 KanjiH AHMeTHJHfcopMaMiw'a b 1500mji 
TOJiyona nepeMeniHBareT npn KOMHaTHoft 
TeMnepaType b TeieHHe 3 M.'Tojiyon 
BbraapHBawT npn noHnxeHHOM . AaBJieHHH 
AO. noJiyMeHHji "Maciia. KOTopoe pacTBopfl- 
mt b 200 mjt MeTHJieHxjiopHAa . 3tot npo- 
HyKT no KaraifiM no6aBJi«wT k pacTBopy 
165 r (2,2 MOJib) N-MeTKjiaMHH03TaHona 
b 1 jt MeTHJieHXJiopHfla ; Tlocjie 3aBepnre- 
. hhh po6aBJieHHH pacTB'op nepeMenmBaioT 
npn. KOMHaTHoft TeMnepaType b TeyeHHe 
3 OpraHHiecKHft pacTBop npoMbraawT • 
BOAOft, pasSaBneHHoft coahHoh KHenoToft 
h Ha>nneHHbiM pacTBopoM xnopHCToro 
HaTpfis, cymaT HaA cyjib^aTOM MarmtH, 
4HJibTpywT h BbmapHBawT no nojiyMeHHs 

2-XJIOp-H- (2-OKCH3THJ1) -N-^eTHJl6eH30JI- 

aueTaMHAa b BH^e TBepAoro KpHCTajura- 
lecxoro. BemecTBa c t. mi. 77 °C. 

K 400 mji 1 M pacTBOpa 6opaHa b 
TeTparHAPO^ypane no KatuiHM Ao6aBJiH- 
mt pacTBop 43 r BbiraeyKa3aHHoro aMHfla 
b 350 mji TeTparnAPO^ypaHa co cicopo- 
-CTbio, AOCTaTOMHofl Ann noAnepwaHHs 
MeflJieHHoro KHneras c o6paTHbw xojio- 
AHJibHmcoM. ITocne saBepmeHHH Ao6ae- 

JieHHH paCTBOp KIMIHTHT C ofipaTHbW XO~ 

JiOAHJibHHKOM b Te^ieHHe 2 oxnawflaioT 
b jieAHHoft 6aHe h TmaTejibHo o6pa6aTH- 

BaiOT pa36aBJieHHOft COJIHHOft KHCJlOTOfi • 

AJiH pa3JiosteHHH H36b)TKa 6opaHa. Oc- 
HOBHyio MacTb pacTBopHTenjt ycanjuoT b 
BaKyyMe h oct3tok HarpeBawT Ha na- 
poBoft 6aHe b Te^eHHe 1 i . ITojiyieH- 
Hy» CMecb pa36aBJiHWT 300 mji boaw 
h SKCTparnpywT 34>hpom. BoAHbift cnoft 
noAmejraiHBaioT, AoSaBJias 40%-Hyw rHA - 

POOKHCb HaTpHB H SKCTparHpyH 3$HpOM. 

OBbeAHHeHHwe menoMHbie SKCTpaxTbi npo- 

' BOAOft H HaCbimeHHblM XJIOpHCTbIM 



HaTpneM, cymaT h BwnapHBaroT ao nony- 
ieHHH 2- [(2-xjiopii)aHHJi) ]3THji(Menin- 
aMHHo) sTaHOJia . 

CycneH3H» 36 r (0,173 mojtb) nHTH- 
xnopHCToro ipocipopa b '300 mh MeTHJiea- 
xnopHAa o6pa6aTUBaK)T no KarniHM pacT- 
bopom 37 r (0,173 MOJib) 2-.(2-xnop- 

fceHHJl) 3THJl(MeTHAaMHHo) 3T3HOJia B 

150 mji MeTuneHxnopHAa . -riocjie 3aBep- 
raeHHs Ao6aBneHHH nojiyveHHyio CMecb 

KHDHTHT C OBpaTHbTM XOnOAHJIbHHKOM B 

TeieHHe hoih, BbmapHBawT Aocyxa h 
pasnejiflioT Me»Ay paa6aBneHHOH coim- 

HOH KHCJIOTOH H 3*HpOM. BonHblii CJIOH. 

noAmejia»«HBaioT, Ao6aBjiaioT 10%-Hyw 

THAPOOKHCb HaTpHH H TmaTejibHo SKCTpa- 

rnpy»T 34>hpom. 3(J>HpHbie SKCTpaKTbi npo : 
MbIBa»T BOAOft H HaCbimeHHblM pacTBopoM 
xjiopncTorb HaTpHK, cynaT h&jx cynb*a- 
tom MarHHH h $njibTpyKT. B peayjibTaTe 
Ao6aBneHnji HacbimeHHoro pacTBopa s^Hp- 
Horo xnopHCToro BOAopoA'a noJiy^aioT- 

TBepAblft OCaAOK, KOTOpbtft BblAejlHMT 
4>HJIbTpOBaHTieM ,. npOMblBaiOT 3*HpOM H 

cymaT ao nony^eHH^ 2-xnop-N- (2-xjiop- 

3THJI) - 1 -MeTHn6eH3bJI3TaHaMHHrHAPOXJI0- 

^PHAa c t. mi. 1 10°C. 

K cmech 41,5 r- (0,155 Mo^b) Bbnne- 
yxa3aHHoro xjiopsTaHaMHHrHAPoxnopHAa 
h 6,26 r (0,117 Monb) aMMOHHftxjiopHfla 
Ao6aBJiwoT 41 r SesBOAHoro xjiopHCToro 
anwMHHHM. PeaKUHOHHan CMecb CTaeT 
roMoreHHoft, pacnjiaBA^eTCH h BbweAHeT- 
ch Tenno. CMecb noMemawT b MacnnHyw 
Santo, KOTopyw HarpeBawT. ao 1.75°C h 
nepeMemHBaioT b TeneHne 30 mhh . Ho6aB- 

JIHHJT AOnOHHHTejlbHOe KOJIHHeCTBO (20 r) 

xnopHCToro anioMHHHH h nojiyqeHHyx) 
CMecb HarpeBaioT eme 30 mhh. flo6aBJiw- 
k>t OKoH^raTeJibHyw nopuHW (41 r) xno- 
pncToro amoMHHHH h peaKAHOHHyro CMecb 
HarpeBawT 20 q. OxjiajsAa»T ee ao 

140°C H BbUIHBaiOT B 3 Jl'neAHHOft BOAbl, 

coAepacameft 300 mji KOHueHTpnpoBaHHoft 
cojiHHoft KHCJioTbi, h nepeMeuiHBaMT b Te- 
ieHHe 15 mhh . 60 r HaTp^HflKajiHftTeTpa- 
ta Ao6aBJi«iof h nepeMemHBaioT ao nony- 
*ieHHH pacTBopa. Ero noAwenaMHBaioT 

40%-HOtt rKApoOKHCbH) HaTpKH, ABaKAbI 
SKCTparHpyKT 3$HpOM H O0beAHHeHHbie 
SKCTpaKTM npOMblBaiOT BOAOft H HaCbimeH- 
HblM XJIOpHCTbW HaTpneM, BbicytrHBawT 
h yMeHbmawT o6beM HanonoBHHy. Ilocne 
Ao6aBJieHHH pacTBopa HacwmeHHoro 3$Hp- 
Horo xnopHCToro BOAopoAa nojiyiawT 

TBepAblft OCaAOK, KOTOpblft COgHpaiOT, 

npoMMBaroT 3$hpom h BwcyniHBaioT ao no- 
JiyMeHHa Benoro TBepAoro. npoAyKTa. 



nocne KpncTajuiH3auHH H3 cMecH MeTa- 
hoji - 3 THJiaueTaT nonyxawT 6-xjiop-3- 
-MeTHJi-2,3 ,4 ,5-TeTparHBpo-1H-3-6eH3a- 
senHH-THflpoxjiopHfl c t. nn. 268-170 C. 

AHTnrnnepTeH3HBHajt aKTHBHOCTb no-. 
jiyqeHHoro coeAHHemfH nponeMOHCTpHpo- 
, sana in vivo cjienywmHM o8pa30M. 

CaMnoB xpwc (BecoM 300-450 r) 
anecTesHpoBanH 6peBHTanoM HarpHH , b 
6eApeHHy» BeHy k apTepwo. bboahjih xa- 10 

HHWIH. KaHWJIH BBOAHJIH nOAKOKHO wih 
TOrOi 1T06bI OHH HaXOCHJIHCb- B CnHHHO- 

KpecTuoBoft o6nacTH c KastnoH ctopohm, 
h saKpemiHJiH Ha MecTe nepeBBHHhMH 

3a3KHM3MH . 3THM KpblCaM AflBaTIH BOSMOK" (5 

hoctb npriftTH b cosHaHMG nocne Toro, 
K3K hx noMemanM b ne6oj«,niyio xnerxy . 
:■ jwk jkhbothmx. ApTepHaJibHym xamaroo 

COen.HHHHH C flaT^HKOM AHH nOCTOHHHOH . • 

sanncH r KpoBHHoro AaBneHHH k cepAei- 20 
HbK coKpameHHft. IlpenapaTM bboahjih 
hn6o opanbHo'iepes gavage win BHyr- 
pHBeHBO qcpe3 Kamonw b 6eApeHHyw Be- 
Hy co cKopocTbw 0,06 mji/mhh. 
, OnHcaHHbift TecT npoBOAHT khk Ha .25 

KpblCaX C HOpMajIiHMM , T3K H C riOBhl- 

meHHbiM pfixnefm&A . flOCA-coAbio rjmep- 

T6H3HBKbIX KpbIC no AI"0 TaBnHB 3MT H3 

caMHOB xpuc. Kpwc b B03pacTe np«6nH- 
" 3HTejibHo mecTb Herienb cnerKa aHacTe- 30 

SHpOBaJTO 3$HpOM M nOAKOJKHO HMITJiaHTH- 

poBanH 25 Mr Ta6neTKH acokchkopthxo— 
. CTepOHaueTaTa b neByw cnHHHo-KpecTUO- 
Byw oBnacTb. Cnyc-ra mecrb AHeft bto- 



pyw TaSneTKy HMnnaHTHpoBanH b npaBvw 
cnHHHO'-xpccTAOByio o6nacTb. Kpuc Aap~ 
*a/w Ha h o pMa jibH om jiaCoparopHoM pa- 
UHOHe, bAHaxo BMecTo boam AaBanH 
nHTb U-hwh cojieBpfi pactBop. Kpuc bm- 
AepjKHBanH Ha coneBoft nHTbeBofl'. boas 
b TeieKHe 22-24 AHeft. 

B Ta6n. 1- npHBeAeHM pesynbTaTM 
BoaneftcTBHH 6-xnop-2 ,3,4, 5-TeTparHA- 
po-3-MeTHn-lH-3-6eH3a3enHHa na x'poBH- 
Hoe AaBneHHe nocne BHyTpHB eHHoro 
BBeneHHH Kax hopmotchshbhum Tax h 
rHnepTeHSHBHbW KpucaM.. 

flaHHbie Ta6n. 1 noxasuBaxn-, mo 
xoth 6-XJI0P-2 ,3,4, 5-TeTparHAPO-3-Me- 
thji— t H— 3— 6eHsa3£nHH oxaswBaeT HeaHa- 
VHTenbHoe BosAeftcTBHe na AHacTorawec-. 
Koe xpoBHHoe nasneHHe y hopmotbhshb— 

HblX KpbIC, OH npHBOAHT X 3aM.eTHOMy 

cHH5KeHnw AHacTOJiHiecxoro xpoBjmoro 
naBJieHHH Kax y fl0CA-conb» rHnep-reH- 

3HBHb!X, Tax H CnOHTaHHO • riinSpTCHSHB— 
HUX KpbIC. KpOMC Taro, CpaBHftHHe 

0,5 h 1,0 Mi7icr ao 3 rioxa3HBaeT, ito 
aHTHrnnepTeH3HBHoe neficTBHe CBHsano 
C Aosott. 

fleflCTBHe . opanbHoro BBeneHHH 6t 
-xjiop-2,3,4,5'TeTparHAPO-3-MeTHn- . 
— 1 H— 3— CeHaHenHHa na xpoBHHoe naBne- 
HHe y flOCA-conbro rHnepTeHsHBHbix xpuc 
TaKace 6bino onpeneneHO. 

8 Ta6n . 2 npHBeaenM pesyjibtaTM ' 
3Toro TeCTa» 
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An alpha-2 antagonist compsn. comprises a carrier and a 3-benzazepine 
cpd. of formula (I) or its pharmaceutically acceptable acid addn. salt. 
(R is 1-3C alkyl or allyl. X is halo). Most pref. (I) is 6-chloro 
-2,3,4,5-tetrahydro-3-methyl-lH-benzazepine (la) used as its 
hydrochloride salt. Esp. (I) are used to reduce intraocular pressure 
(treatment of glaucoma) ; as cardiovascular agents (treatment of 
congestive heart failure, angina pectoris and thrombosis) and as 
antihypertensives. They have no direct effect on pupil size and no 
effect on heart rate or blood pressure in normotensive subjects. 
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